filex////ITiffanie/c/Stuff/0919BLOO.TXT

DEPARTMENT OF HEALTH AND HUMAN SERVI CES

ADVI SORY COW TTEE ON BLOOD SAFETY AND AVAI LABI LI TY
Twent y- Sevent h Meeti ng

Vol une |

Monday, Septenber 19, 2005

9:00 a.m

Bet hesda North Marriott Hot el
and Conference Center
5701 Marinelli Road

Nort h Bet hesda, Maryl and 208852

file:////[Tiffanie/c/Stuff/0919BLOO.TXT (1 of 319) [9/22/2005 12:16:59 PM]



filex////ITiffanie/c/Stuff/0919BLOO.TXT

PARTI Cl PANTS
Mark Brecher, M D., Chair
MEMBERS:

Judy Angel beck, Ph.D.

Cel so Bi anco, M D.

Arthur W Bracey, MD.

Paul F. Haas, Ph.D.

Jeanne Linden, MD., MP.H
Karen Shoos Lipton, J.D.
Gargi Pahuja, MP.H ,bJ.D
Susan D. Roseff, MD.

S. Gerald Sandler, MD.
Merlyn H Sayers, MD., Ph.D.
Mark W Skinner, J.D.

Pearl Toy, MD.

Wng Yen Wng, M D.

NON- VOTI NG EX OFFI Cl O MEMBERS:
Food and Drug Adninistration:
Jay S. Epstein, MD.

Depart ment of Defense:

CDR M chael Li bby

Heal th and Human Services, CMVS:

Janmes S. Bownan, I, MD.

file:////[Tiffanie/c/Stuff/0919BLOO.TXT (2 of 319) [9/22/2005 12:16:59 PM]



filex////ITiffanie/c/Stuff/0919BLOO.TXT

CONTENTS

Call to Oder, Roll Call, Conflict of I|Interest,
M nutes, Introduction of New Commttee Menbers
Jerry Hol nberg, Ph.D.

Chai rman's Comment s
Mark Brecher, M D.

Revi ew of May 2005 Advisory Committee
Recomrendat i ons

Varicella Zoster Imune dobulin (VZIG Status,
Dorothy Scott, MD., FDA

Update of I AV Supply and Rei nmbursenent:

Updat e from DHHS
Jerry Hol nberg, Ph.D.

AV Sunmm t
Julie Birkhofer. PPTA

I mmune Defici ency Foundati on
Mar sha Boyl e, | DF

Publ i c Comment s:

Medi cal Needs of Katrina Affected Area,
Henophi l i a Federation of Anerica
Jan Hamilton

ASD Heal t hcar e
Tam e Joeckel

I mmune Deficiency Foundation
M chel | e Vogel

Advanced Medi cal Technol ogy Associ ation
Theresa Lee

file:////[Tiffanie/c/Stuff/0919BLOO.TXT (3 of 319) [9/22/2005 12:17:00 PM]

14

26

37

57

70

91

101

105



filex////ITiffanie/c/Stuff/0919BLOO.TXT

CONTENT S (Continued)
Committee Di scussion

Strategic Plan for Inproving Blood Safety in
the 21st Century:

Report of Subcommttee Activity
Jeanne Linden, MD., MP.H

Revi ew of January and February 2005 neeti ngs
Jerry A Hol nberg, MD.

Structured Process for Policy
and Deci si on- Maki ng
Jay S. Epstein, MD.

Integration of the Blood Systemw thin the
Public Health Infrastructure
Judy Angel beck, Ph.D.

Surveill ance for Adverse Events Related to
Bl ood Donati on and Transf usi on
Jerry Hol nberg, Ph.D.

Coordi nati on of Ri sk Communi cati on
Karen Shoos Lipton, J.D.

Error Prevention in Blood Collection Centers,
Transfusion Services and dinical Transfusion
Settings

Jeanne Linden, MD., MP.H

Donor Recruitnent and Retention
Cel so Bi anco, M D.

Clinical Practice Standards for Transfusion
Art Bracey, MD.

Resear ch Agenda

Di saster Pl anni ng
Susan Roseff, MD.

Publ i ¢ Comrent

Commi ttee Di scussion

file:////[Tiffanie/c/Stuff/0919BLOO.TXT (4 of 319) [9/22/2005 12:17:00 PM]

108

112

115

129

142

148

153

158

164

177

181

187

195

214



filex////ITiffanie/c/Stuff/0919BLOO.TXT

1 PROCEEDI NGS

2 Call to Oder, Roll Call, Conflict of Interest
3 M nutes, Introduction of New Conmi ttee Members
4 DR, HOLMBERG  Good norning. Welcone to

5 the 27th neeting of the Advisory Committee for

6 Bl ood Safety and Availability. 1In just a few

7 mnutes we will have roll call. As you have seen

8 the agenda for this neeting, we have purposely

9 dedicated a lot of time for deliberation, for

10 di scussion. W have had nany speakers over the

11 | ast couple of tinmes and | think it is tinme that we
12 sit down and just really deliberate on sone of

13 those discussions.

14 First of all, | want to introduce

15 everyone--probably she doesn't need any

16 introduction--but Dr. Pearl Toy is with us today.
17 She is a new menber of the committee. She could

18 not be at the spring meeting, and we are pleased to
19 have you with us. Very good.

20 Now if | can go through the roll call

21 Judy Angel beck?

22 DR ANGELBECK: Here.
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1 DR HOLMBERG  Cel so Bi anco?

2 DR BI ANCO  Here.

3 DR. HOLMBERG  Art Bracey?

4 DR. BRACEY: Here.

5 DR. HOLMBERG  Mark Brecher?

6 DR. BRECHER: Here.

7 DR. HOLMBERG  Paul Haas?

8 DR HAAS: Here.

9 DR HOLMBERG  Andrew Heaton is absent.

10 Jeanne Li nden?

11 DR LI NDEN: Here.

12 DR. HOLMBERG  Karen Shoos Lipton?

13 MS. LIPTON: Here.

14 DR. HOLMBERG Gargi Pahuja?

15 DR. PAHUJA: Here.

16 DR HOLMBERG = Susan Roseff?

17 DR ROSEFF: Here.

18 DR. HOLMBERG  Gerry Sandler is going to

19 be here, fromwhat | understand. He is just
20 delayed a little bit. Merlyn Sayers?
21 DR. SAYERS: Here.

22 DR HOLMBERG  Mark Skinner?
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DR SKINNER:  Here.

DR. HOLMBERG  Pearl Toy?

DR TOY: Here.

DR, HOLMBERG  John Walsh is absent. Wng
Yen Wong?

DR WONG  Here.

DR HOLMBERG  Janmes Bowman?

DR. BOWAN. Here

DR. HOLMBERG Jay Epstein?

DR EPSTEIN: Here.

DR. HOLMBERG  Harvey Klein is absent.

Matt Kuehnert is a Public Health Service officer
who is deployed to the hurricane-affected area and
he will not be with us today. M ke Libby?

CDR LI BBY: Here.

DR HOLMBERG  Just a word about conflict
of interest. On an annual basis we do a review of
the conflict of interest fromeach one of the
conmittee nenbers for the special governnent
enpl oyees. However, | would recommend and advi se
that any person that speaks at the mcrophone, if

there is a potential conflict of interest, | would
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appreci ate you declaring that and al so stating your
affiliation.

The minutes of the | ast neeting have been
posted on the web site. | have already introduced
the new committee nmenber, Dr. Pearl Toy. Also to
| et you know, | know that we have had a | ot of
di scussi on about the nmenbership and the change in
menbership effective at the end of this neeting.
Once again, | do want to rem nd the people that
will be rotating off the committee that if the
bureaucracy does not nove as fast as we would |ike
it to nove, we do have, according to our charter
the opportunity to ask you to return for the next
time until we can get a replacenent for your
position. Once, again, our neeting will be in
January, our next neeting after this, and we will
reconfirmthose dates at the end of the neeting
tomorrow. But if, for some reason, you get a phone
call fromus, we nmay ask you to cone back. | will
turn the nmeeting over to Dr. Brecher

Chai rman' s Comment s

DR BRECHER: | would like to wel come
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everybody to the neeting. | amjust going to
qui ckly review the recommendations fromthe | ast
meeting. Wen we | ast nmet, May 16-17, we
considered three topics. The first was strategic
actions for energing infectious disease to reduce
the risk of transfusion-transmtted disease and its
i mpact on availability. The second was an update
on current status of bacterial detection nmethods as
a release platel et concentrate procedure. The
third was an update on current issues, including
access and availability to 1@V products.

Taking themone at a time, in ternms of the
strategic actions, the conmttee decided that
numer ous questions surrounding that needed to be
resol ved prior to making a specific recomendation
and the issue was tabled until this neeting. So,
we will hear a |lot nore about this.

In terms of bacterial detection, the
di scussion on the FDA position to require bacteria
testing as release criteria--we thought that there
was no reconmendati on needed and the nmanufacturers

of various platelet collection systens presented
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their approach to FDA-required testing and

post market surveillance. Actually, that is noving
along nicely | think right now Actually, the New
York Blood Center will be the first to go live with
seven-day pl atel ets next week.

An update on current issues, including
access and availability to @V products, was the
third topic. The committee found that, one, since
our prior recomrendation of January, 2005 there was
a worsening crisis in availability of access to
|GV products that is affecting and pl acing
patients' lives at risk, e.g., patients with
i mmunodefi ci ency.

Two, changes in reinbursenent of 1AV
products under MVA since January, 2005 have
resulted in shortfalls in reinbursenent of 1GV
products and their administration

Three, i mediate interventions are needed
to protect patients' lives and health, the
conmittee, therefore, urged the Secretary to, one,
declare a public health emergency so as to enable

CVB to apply alternative nechanisns for
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determ nation of the reinbursenent schedul e for
I3V products and, two, otherwise to assist CM5 to
identify effectively short- and |l ong-term sol utions
to the problemof unavailability of and access to
|GV products in those settings.

The Acting Assistant Secretary for Health,
Dr. Beato, responded to those reconmendati ons on
August 8. dCdearly, you cannot read that letter but
she thanked us for the letter. She was encouraged
by the progress reports on standardi zation of
protocols for detection of bacterial contam nation
and the extension of platelet product dating. She
said this is an excellent exanple of the private
sector and the Departnment working together to
i ncrease product safety and efficacy. The
conmittee's continued eval uation of strategies for
vi gil ant detection and rmanagenent of energing or
reemerging i nfectious diseases is a necessary first
step toward the goal of reducing the risk of
transfusion-transmtted di seases. The work has
potential inpacts on blood and bl ood products, as

wel |l as other vital products such as bone narrow,
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progenitor cells, tissues and organs. Please
continue your discussions and deliberations on this
i mportant issue.

Internms of 1@V, she wote that we--being
HHS- - have investigated the current status of 13V
hi ghlighted in your comments. After extensive
di scussi ons, we have concluded that at this tine
there are sufficient supplies available to
patients. However, there do appear to be ongoing
mar ket pl ace adj ustments related to how
manufacturers and distributors are nmanaging their
respective inventories and we will continue to
monitor the situation. Qur exam nation of the
al | ocati on process indicates that physicians and
provi ders ni ght best serve the patients by
conmmuni cating supply needs directly to
manufacturers and distributors. Review of the
current utilization of 1@V also indicates that
there is increased use of this product for
of f-1abel use that nmay al so be increasing pressure
on supplies. Therefore, we believe that physicians

shoul d ensure that priority be given to |GV
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treatnent for FDA-Iabel ed uses in those di seases or
clinical conditions that have been shown to benefit
fromI GV based on evidence of safety and efficacy.

Wil e HHS has no control over the prices
manuf acturers or supply distributors may charge,
the Centers for Medicare and Medicaid Services,
CvB, will continue to nonitor the average sal es
price on a tinmely basis, as nandated by Congress,
to ensure that the reinbursenment reflects 106
percent of manufacturers' average sales price.

She then wote that she was encouraged by
the price reports on standardi zation of protocols
for detection of bacterial contam nation--we
al ready went through that one. Then, she wished to
express her appreciation to the comittee.

A few days after that letter, on the web
site of this conmittee a status of inmune globulin
intravenous I @V products was posted, and we are
going to hear nore about this fromDr. Hol nmberg in
alittle bit. Basically, the position that was
presented in the letter was reiterated and there

was a section at the bottomthat spoke to where to
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report acute problens to the FDA

So, we are now going to nove on to the
rest of our agenda. We will fist hear about
varicella zoster imune globulin, VZIG fromDr.
Dorothy Scott, fromthe FDA.

Varicella Zoster Imune d obulin (VZI G

DR SCOIT: Good norning. | amjust going
to give you a brief update on the availability of
varicella zoster immune globulin. | think this is
a new topic for this coomittee and we do have a
potential problemw th shortage of this product.

Just a very brief background on VZI G -

DR HAAS: Dr. Scott, excuse ne for a
second. That mike is not at all clear. W are not
hearing wel .

DR SCOIT: |Is that better? Can you hear
me better? Not really? Howis this? Better?

Well, starting back again, | will give you
a brief update on this product, varicella zoster
i mune globulin. It was licensed in 1981. It is
an intramuscul ar preparation that is made from

sel ected high anti-varicella zoster virus plasm

file:////[Tiffanie/c/Stuff/0919BLOO.TXT (14 of 319) [9/22/2005 12:17:00 PM]

14



filex////ITiffanie/c/Stuff/0919BLOO.TXT

1 units fromnormal donors. The indications for this

2 are prevention and nodification of severe varicella

3 di sease. This includes pneunpnia, hepatitis,

4 encephalitis and nortality. The people who are

5 predi sposed to this, and for whomthis product

6 i ndi cated, are i mune conpronised children and

7 adults, premature infants, infants | ess than one
8 year of age because they are at greater risk of

9 severe di sease, and sel ected non-i mune pregnant

10 worren and healthy adults that have never had

11 varicella, again, because they are at greater risk
12 of severe conplications. It should be adm nistered

13 within 96 hours of exposure to varicella. | didn't

14 mention that varicella is really chicken pox.

15 al so causes shingl es.

16 We have only had one manufacturer of this

17 product, Massachusetts Public Heal th Biol ogica

18 Laboratories. They are scheduled to close their

19 pl asma fractionation facility and they are not

20 maki ng anynore VZI G They have a nunber of other

21 products. W are also working with them on these

22 ot her products to provide supply through other
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conpani es.

The VZI G supply that we have, based on
usage in the past several years, is anticipated to
| ast until 2006. The approxi mate nunber of vials
per year that are used are 10,000 of the smaller
vial, so larger size for adults which is 625 units.
It is a weight-based dosing schene so 10,000 vials
treat, at a mininmum 2000 adults or 10,000 of the
smal | est patients, and that would be 10 kg or |ess.

What have we done so far? W have
encouraged new | NDs and BLA submi ssions for VZI G
There are several conpanies not licensed in the
U.S. that nmake this product already. W defined a
path to licensure, or at |east discussed it at the
Bl ood Products Advisory Conmittee neeting on July
21 of 2005. | will gointo that in just a nonent.
We are nonitoring the supply. Fortunately, there
is only one distributor so that is easy to do, and
they are fanmiliar with shortages of other products.
We are in conmuni cation with CDC to | ook at other
options and to hel p them make deci sions about VZI G

and 1AV usage in substitution and we have a public
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communi cation effort.

Very briefly, these are the Blood Products
Advi sory Conmittee neeting questions. W asked
themto discuss what |aboratory and clinical data
woul d be sufficient to denpnstrate efficacy of a
new product. The subset questions are which target
popul ati ons woul d be nost informative to study?
think I have shown you that there are a nunber of
indications for this in different patient
popul ations. \What surrogate markers might be
appropriate for assessnent of efficacy? W also
asked for other considerations about howto do a
clinical trial for licensure. |In addition, we
asked themto comment on whether the avail able data
support use of 1AV or acyclovir as a substitute
for VZI G for prophylaxis agai nst severe infection

This is the outcone of their discussion
The target popul ations are only present in | ow
nunbers because there are not a | ot of susceptible
peopl e anynore due to chil dhood vaccinati on agai nst
varicella with the vaccine. It is also difficult,

therefore, to study this in a short tine frane due
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to the variety of clinical situations but snall
nunbers of any particular kind of subject.

They di scussed the use of surrogate
mar kers for |icensure, and the conmittee agreed
that a PK equival ence in normal subjects conpared
with the Iicensed product, conbined with a
| aboratory denonstration of equival ence conpared to
the licensed product, would be sufficient for
I'icensure under a surrogate nmarker strategy. And,
this comes with a Phase 4 commtrment to further
study for its efficacy and validation of the
surrogate marker. A surrogate marker, for exanple,
woul d be anti-varicella zoster titers in people who
received this product.

The ot her question was could |GV
substitute. CObviously, people are being vacci nated
and there are still plenty of donors that have been
naturally infectsed So, what are the titers
against varicella in I@V? W were able to help
CDC |l ook at this, and it looks as if they are
somewhere around 4-8-fold | ower than what is seen

in the licensed product. But fromlot-to-lot there
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is no particular titer tested for any of the immune
gl obulin products. That makes sense because they
don't carry this indication. However, there is
vari ation between manufacturers and anong | ots
within the sane manufacturer so it would be
difficult to give I@V as a substitute unless you
knew the titer and could give the right dose.

In addition, titers of @V in general nay
di m ni sh as vacci nated donors repl ace naturally
infected donors. The titers in general in
vacci nated people are | ower than they are in people
who are natural ly infected.

The ot her question was could acyclovir
just be a substitute for prophylaxis of severe
di sease? There is not sufficient efficacy evidence
for this particular indication with acyclovir. It
may be hel pful, but it appears to be nore hel pfu
in later stages of the disease, whereas VZIGis
expected to prevent the virema in these patients.

These were the speakers we had from
Massachusetts conme to speak about the VZIG

manuf acture or potency testing and the current
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supply status. Dr. LaRussa cane and tal ked about
the di sease correlates of protection and the
different options of post-exposure prophylaxis and
antivirals in immune globulin. CDC also provided a
speaker, Mna Marin, who tal ked about the
recomendat i ons for post-exposure prophyl axis of
severe varicella. In addition, we had a special
nmenber of the conmittee, Jane Seaward, also from
CDC.

So, what is the current situation? W do
have ongoi ng supply nmonitoring. W are in
communi cation with the distributor, FFF Enterprises
and Massachusetts. W believe we have enough
supply to last at |east through January. W are
requesting that only people who need this product
order it. It can be shipped right away and arrive
within 24 hours. In other words, of those 10,000
vials that were used | ast year, it seems that
peopl e believe that a lot of that sat around in
pharmacy inventories and was never used. So, it is
important to get this product to people who need it

and not to have it sitting around outdating in
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21
sonebody' s inventory.

FFF Enterprises has agreed to do this,
that is, to inquire whether or not the product is
needed for a specific patient in order to ship.
This was their decision but it seens like a w se
choi ce fromthe standpoint of preserving supply as
| ong as possi bl e.

We have agreed to review | NDs and BLA
submi ssions. | would note that this product would
be eligible for orphan drug classification. There
is a very small nunber of people that need this in
the U S. relative to regular IG@V. They would be
eligible to request cost recovery for an IND
product and we will consider treatnment protocols.
In other words, we want to get a product to people
bef ore January, a new product, and one of the ways
to do that, even if the license is not yet
approved, is to have a treatment protocol under an
I ND.

W al so have a web site posting pl anned.
We expect it will be up this week, and this wll

tell everybody about the |icensed uses; request
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themto only use it for specific patients and not
to order for inventory; and give the information on
how to obtain VZI G

Clinicians and pharnmaci es should only
order for identified patients. This product can be
ordered from FFF Enterprises at this nunber, and it
can be delivered quickly. FFF Enterprises is also
keepi ng track of which hospitals they have sent
inventory to in the past, which gives us the
potential for hospital -hospital transfer of VZIGif
needed. In other words, there is sone product out
there. It has already been shipped and there is
probably a way to nove it around. They have agreed
to track this.

So, thank you for your attention and
wi Il take any questi ons.

DR. BRECHER: Art?

DR. BRACEY: Yes, | had a question in
terns of the amount of product that may be outdated
and, therefore, gone to waste. It strikes ne that
in terms of the need for resource sharing | think

one option, of course, is the option that you
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presented, but the regional blood centers are
pretty good resources for sharing inventories and
wonder if you, all, had given that sone thought in
terns of mmking these regional blood centers
depositories of product.

DR. SCOIT: That is a very good point |
think and maybe we should talk about it alittle
nore afterwards because | am not sure | understand
what woul d be involved. But FFF right nowis the
sol e repository and they do have a very rapid
shi pping plan for this and for other products.
They have worked on shortages before. But | think
we should consider all options and | would like to
di scuss that further

DR. BRECHER: Jay?

DR EPSTEIN. Thank you for the update.
Anot her issue on which we have been getting inquiry
is whether it is reasonable for pharnacies to
aliquot snmaller quantities fromthese larger vials
since really only the adult size vials are
avail able. Do we have any opinions about the

safety of that practice, and can it be frozen after
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it is aliquot'd?

DR SCOIT: Right. Thanks, Jay. | should
have nentioned that there are only 625 unit vials
left, which is the dose for an adult. The doses
for children conme in 125 and you give 1-4 of those
to a child depending on its weight. W think that
it is reasonable to consider aliquot-ing the
correct dosage amount if you receive this product
for a child. The other question was about freezing
of the material

DR EPSTEIN. Well, if you aliquot it,
then there is always the risk of breaking
sterility.

DR SCOIT: That is right.

DR. EPSTEIN: Wiich is the question of
whet her you shoul d freeze the aliquots.

DR SCOIT: | think it is a good question,
but we tend to hesitate when it cones to
mani pul ating a product that way and it is supposed
to be used within a certain period of
reconstitution.

DR, BRECHER: |s there any way to extend
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the outdate? 1Is it stored liquid or is it frozen
normal | y?

DR SCOIT: It is not frozen. It is 2-8
storage and, actually, | don't think the outdate
will be a problem because we expect to run out of
this before the outdate. But is there a way to
extend the outdates in general? Absolutely there
is. W just need a subm ssion and the data on
pot ency and ot her aspects of the product. It is
not difficult to do at all

DR. BRECHER:  Cel so0?

DR. BI ANCO Thank you for the update. 1Is
there hope to have conpani es approach FDA that
coul d replace the Massachusetts Lab?

DR. SCOIT: W have two conpani es that
have approached FDA and expressed interest, and we
are working hard with these conpanies so that we
can have product provided before we run out of it.

DR BRECHER If there are no further
comments or questions, thank you, Dr. Scott. W
are now going to nove to an update on 13V supply

and rei nbursenent. First we will hear from DHHS
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Dr. Hol nberg.

Update on I AV Supply and Rei nbur senent

Updat e from DHHS

DR, HOLMBERG Well, part of ny update was
to go through sone of the recomendati ons but this
has al ready been done by Dr. Brecher. You have the
comrittee recomendations fromthe last time, and
fromthe recomendati ons that were put forward
have to say that the Secretary and the various
agenci es such as CM5 were very concerned about the
recomendat i ons and how do we nove forward with
these recomendati ons.

What we did shortly after the
recomrendati ons were received, we did have
di scussion with the distributors. W talked not
only at the distributors but we also talked to the
manuf acturers. W have had di scussions with the
Pl asma Protein Therapeutic Association, CMS, |mune
Def i ci ency Foundation, various providers and the
phar maci st groups and, of course, patients.

The providers indicated difficulty in

obt ai ning specific brands of 1@V for sone
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patients. This is not only for the privately
insured but also the Medicare. A lot of the
concerns that came fromthe providers was the fact
that rates that were set by Medicare were quickly
accepted by the other insurers and that this was
havi ng a great inpact on the location of where the
product was bei ng infused.

The shift in treatnent |ocation, of
course, followed. W saw that very quickly after
January 1, and the pharnacists were the first--I
shoul d say the healthcare providers--to really fee
the effects of this. Once the physicians noved the
patients over to the hospital outpatient setting,
the hospitals that did not have an allocation or
had a | ower allocation than in previous years were
starting to really scranble to try to get their
product. Hospitals have reported difficulty in
obt ai ni ng physician 13V product of choice for the
pati ent and we have followed up on many, nany of
those calls and comments. There is an upward trend
in the price, nost notably in the secondary narket.

Sone of the findings that we uncovered
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were that there was an increase in off-|abel use of
IG@V. This was as a result of our discussion with
the industry. W canme to the realization that
there was a consolidation of the market; that there
are now five manufacturers. The Anerican Red Cross
is shortly going to be renoving itself fromthe
busi ness. Change in business practices was that
conpani es had decided that they did not need to
keep a large inventory on the shelf and that they
could neet the needs with a shorter inventory.
This shorter inventory then had direct inpact on
the distributors' quantity. So, there was an
overall reduction in inventory, smaller nunbers to
the distributors.

As | already nentioned, the MVA effective
January, 2005, changed the Medicare Part B to 106
percent of the nmanufacturer's average sal es price.
| stress that that is the manufacturer's average
sales price plus 6 percent. That does not take
into consideration what the distributor adds on
So, ny understanding in investigating this is that

the 6 percent is for the physician storage and
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mai nt enance of the product. W al so have seen that
the Medi care paynent rate is updated quarterly and
that there was an increased nine percent for
| yophilized 1@V in July of 2005

What we al so uncovered was that there were
sufficient supplies of 1@V for patients who needed
the treatnent. From our discussions with the
manufacturers we al so came to the concl usion that
it was under the manufacturers' allocation process
that sonetines there were shortages at the
hospital s and that the physician would do best in
communi cating that supply need directly to the
manuf acturer. |If there was an energency need, the
manufacturers were very willing to establish an
emer gency supply.

I know that PPTA is going to be talking in
a fewmnutes. | will let themtalk alittle bit
more about that, but with nmy coll eagues in the Food
and Drug Administration, Dr. Winstein and Dr.
Ni ppon, we did contact the nanufacturers. W
tal ked to many of the executives at the

manuf acturers for the fractionators and di scussed
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1 sonme of the concerns out there that we were hearing
2 and seeing, and one of the things that we stressed

3 upon them was a need for an energency inventory

4 supply being available for patients that truly

5 needed it.

6 We al so found with the pharmacy groups

7 that to ensure that 1@V treatnent was prioritized

8 correctly many pharnmaci es have established a

9 prescription review, and they prioritize towards
10 the FDA-labeled use in those diseases or clinica

11 condi tions that have been shown to benefit from

12 | @V based on evidence of safety and efficacy.

13 One of the things that | can nention here
14 is that there is only a handful of |abeled

15 i ndi cations for use and, yet, the CM5 does

16 permt--1 think it is 30 different clinica

17 entities for reinbursenent of 13 V.

18 Sone of our action plan that we did was,
19 as Dr. Brecher nentioned, shortly after the letter

20 that he received fromDr. Beato, we did post on our

21 web site a report of our view of the status of

22 @ V. \When people ask ne to really tal k about
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this, I think that | use the phrase that maybe
sonmebody brought up at one of the |last neetings,
"the perfect storm" | think that that was the
phrase that was coined at the advisory conmittee,
but it was a perfect stormin the fact that we had
a difference in supply; we had an increased demand,
and we al so had a change in the rei nbursenent
process.

The web posting states that if there is a
report of a denial of treatnment or delay of
treatnment or forced reduction in dosage, we want to
hear about it. W have put in there the FDA web
site and al so the 800 nunber. Dr. N ppon is
responsible for nonitoring that and she keeps ne
posted on a regular basis as far as what the status
is of the calls that have cone through. CM also
has an 800 Medi care nunber that they have a script
witten for that they can start collecting data on,
and t hey have been collecting for several nonths
the information on any deni al

On top of that, | have to say that any

time sonebody calls in with a conplaint to ny
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1 office, | personally have followed up onit. It is
2 very interesting going back and talking to the

3 phar maci sts, and al so people at CM5 have tal ked

4 directly to CEGCs of different nedical facilities

5 and have gotten care to the patients that are

6 needing it. So, there is nmerit in making sure that
7 the government is aware of any denial of service,

8 especially for Medicare patients.

9 As | nentioned before, | will leave it for
10 PPTA to di scuss but the supply channel and the

11 energency reserves have been identified with PPTA
12 Al so, each one of the manufacturers has established
13 a 1-800 nunber, a toll-free nunber, for the

14 physician that is having difficulty in obtaining

15 the product to talk to the medical director of the

16 fractionati on conpany.

17 Anot her aspect, and this is nore of a
18 | ong-term approach, is that we are seriously
19 | ooki ng at an evi dence-based study to try to

20 determine what are the clinical uses of @V and
21 what are the data out there to support the clinica

22 use. So, that is an ongoing study that | amin
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1 di scussi on about with CM5 and the agency for Health

2 Research and Quality.

3 CVMB has been challenged by Dr. Beato to
4 continue to nonitor the cost. As | have nentioned,

5 it is nonitored on a quarterly basis. Sonething

6 el se that we have initiated internally is IG
7 assi stance, |nspector General assistance, in

8 | ooking at the 1@V problem This has been

9 reiterated by support by Congress. | am aware of

10 at least two congressnen, and | believe

11 i ncorporated those letters in your package.

12 requested that Secretary Leavitt enlist the help of

13 the I nspector General. This has been one of our
14 | ong-term or our investigational approaches al so.
15 So, that is a quick update on the status.

16 As | can tell you, this is the letter that Dr.

17 Brecher has al ready nentioned. This was our web

18 posting of the situation, the status of the 13 W

19 So, if anybody has not been to our web site,

20 woul d encourage you to go to that. W have not

21 posted the 1-800 nunbers on the governnment web

22 site. | refer people to the PPTA web site to get
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the 1-800 nunbers.

Then al so, just to give you a quick
update, and maybe Dr. Bowmran coul d probably speak
tothis alittle bit better than I could but, Jim
if you would like to junp in at any point, please
feel free to. The 2006 acute hospital inpatient
paynent, the final ruling is out. The date of
publicati on was August 12. The 2006 HOPPS proposed
rule was out July 25 and the comrents were to be
back | ast week, on Septenber 16. Then al so, the
2006 HOPPS correction went out on August 26 and,
again, the comments to those corrections were to be
back in the m ddl e of Septenber.

The 2006 physician fee schedul e proposed
went out on August 8 and comrents are due back on
Septenber 30, as well as the corrections that were
publ i shed on Septenber 1.

There are al so sone | ocations where you
m ght want to get sone nore information. For the
audi ence, they may want to take this information
down, the web site for CM5 for the providers and

al so the federal registry notice. You can go to
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the GPO access. gov/federalregistry. |If you ever
want to find a federal registry, that is a good
pl ace to look for it. Then also, payment for Part
B drugs, there is a web site listed there also. |
believe that is in your handouts. Are there any
questions for ne or for Dr. Bowran?

DR BRECHER  Sue?

DR. RCSEFF: | have a question, Jerry.
VWen | read the letter that was in our packet that
you just tal ked about, the physicians are supposed
to directly feed back to the nanufacturers. That
is reconmended. |s there a mechanismto make that
easy and to track the physicians giving input to
t he manuf acturers?

DR. HOLMBERG Well, fromthe governnent
side, you know, what they report back to the
manuf acturer is really out of our domain. But the
800 nunbers have been provided and they can cal
back and talk directly to the nedical directors
there. However, if there are problens, especially
with a Medicare patient, then we strongly encourage

that that gets funneled through 1-800 Medi care and
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that way we can keep track of it and we can
followup on it. The other mechanism as
mentioned, is the FDA and this would be both for
Medi care and privately insured people if they are
experiencing sonme delay in getting product. But
direct input fromthe manufacturers, | don't get
that unless the nmanufacturers offer it directly to
ne.

DR. BRECHER:  Merlyn?

DR SAYERS: How nuch traffic did that web
site pick up that you posted?

DR. HOLMBERG That is a good question and
| don't have the answer for that, but | have heard
a lot of people refer to it and | have referred it
to the press wanting to know a little bit nore of
what is going on in the status. As | nentioned,
have not posted the 1-800 nunbers for the
manuf acturers and, you know, that is probably
sonmet hing that we need to do, to put that on our
web site so that there is greater dissem nation of
those tel ephone nunbers, but | have been directing

peopl e to the PPTA
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DR. BRECHER: Thank you, Jerry. Now we

can hear fromthe PPTA
PPTA IEA V Summi t

MS. BI RKHOFER: Thank you and good
morning. It is a pleasure to be here in Bethesda
agai n before the advisory committee to tal k about
the rei nbursenent issues. The topic today is
i ntravenous i mrmune gl obulin access. Dr. Hol nberg
did an excellent job providing a sunmary of where
we are currently. | was asked to talk about a
sunmit meeting that PPTA convened on Septenber 7.

Even though | amnot an attorney, | just
want to start with a disclainer. The sunmmit
meeting was not intended to be a defined group that
PPTA, you know, is sanctioning as the |IVIG group
This was done rapidly, in about a ten-day period,
where PPTA went out and took a cross-sector of the
IVIG comunity and invited | eaders fromthose
organi zations. So, | just want to be really clear
that the sunmit group participants that were a
cross-section of the physicians, the consumners,

i ndustry and distributors, was in no way neant to
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be perceived as the be-all and the end-all of a
defined group. It was sinply a working group that
convened on an issue-specific Hospital Qutpatient
Prospective Paynent System short-term to address
the access in the hospital outpatient system So,
I just want to really be clear on that.

Just to give you a sense of the inpact of
the new proposed rei nbursenent in the hospita
outpatient rule, you can see there the rates as
they inpact |yophilized, the powder and the liquid.
PPTA subnitted comments on Friday, the 16th, and
this joint summit group al so submtted coments.

As you can see, there is a short w ndow period
between the 16th and Novenber 1 but realistically
by m d-Cctober CM5 will begin to nake deci sions.

So, PPTA and interested parties are working to

i npact the agency to have them focus on the need to
assure the adequacy of the rates to sustain patient
access.

Currently, we have seen the inpact of the
Medi care Mbderni zati on Act's broad, sweeping

| egislation. Wien we were here in May we focused
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on the inmpact of that legislation in the physician
office, which is Part B. HOPPS technically is Part
B as well. But we see a switch in the Hospital

Qut patient Prospective Paynment System of 83 percent
of ASP, which is currently the $80. 68

rei mbursenent, to an ASP plus 8 percent. Again,

| ooking at | essons |earned fromthe physician
office, will the ASP plus 8 percent be sufficient
to sustain patient access to care? That is really
what this discussion is all about.

W have | ooked at the definition of ASP
and we have tried to offer some insight into what
may be the cause of the limtations of ASP, and
there is alag time. Currently, there is a
six-nonth lag time in physician office and a
nine-nonth lag tine in the hospital outpatient. W
just had a nmeeting with CM5 on Septenber 15 and we
were able to clarify that they do intend to bal ance
or equalize that lag tinme, which should have a
positive inpact on the cal cul ati on.

Addi tionally, as has been discussed, this

is avery fluid and very dynam c market. You know,
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prices may fluctuate. They can, and they do,
fluctuate within a six-nmonth period and a CMS
cal cul ated ASP may not al ways reflect the current
mar ket dynami cs. W have al so respectful ly asked
for validation or verification of the rates by a
third-party auditor sinmply because we see the
i medi ate i npact these rates have on the ability of
Medi care beneficiaries to access therapy, and we
all know from previous presentations that there are
no generics; there are no alternatives; there are
no substitutes. It is not a one-size-fits-al
t her apy.

So, | essons |earned: W have seen that
ASP plus 6 percent and likely plus 8 percent has
restricted the physician/patient freedom of choi ce,
and that is really what PPTA and its nenber
conpani es are all about. PPTA nenber
compani es--Baxter, Talecris, Cctapharma, Gifols,
ZLB Behring, those are the five conpanies that
manufacture 1VIG and Bayer is also a nmenber. They
are currently manufacturing a reconbi nant factor.

But those five conpanies are commtted to naking
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therapy. They are conmmtted to naking product
avai l abl e. They | eave the decision to the

physi cian and the patient and that is the sanctity
of that relationship that nmy nenber conpanies are
conmitted to preserving.

Providers currently are reporting that ASP
plus 6 percent is not a sustainable business nodel
and there are reported disruptions in site of
service. Marsha Boyle, fromthe IDF, will give you
further detail on a nore current survey but there
is plenty of data fromthe |IDF that show 67 percent
of patients receive |IVIG under the physician
paynent systemin the physician office.

So, what has been the inpact on consuners?
Who are we tal king about? Let's really put a face
to Medicare beneficiaries that use IVIG W are
tal ki ng about 7,000 human |ives, 7,000 people that
need access to this life-saving therapy. There are
no alternatives. Again, 67 percent of those
receive infusions in the physician office; 32
percent receive infusions in the hospita

out patient setting.
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So, when you | ook at consuners and what
the i npact has been--ny colum shoul d be aligned;
apol ogi ze it is not--we see in 2005 a shift from
the physician office to the hospital setting, and
in 2006 we can predict a vol unme of
patients--nmigration if you will--from honme care,
from physician offices, into the hospita
outpatient setting and that is an inmedi ate probl em
and the opportunity to fix it is now Again, CMS
is in the rul e-naking period. They do have
di scretion.

So, how can they fix it? Wat can be
done? PPTA, working in unison with the IVIG
communi ty--and these proposals are not anything
that PPTA has cone up with on their own. There is
a group of people that all deserve credit for these
recommendati ons. W recommended classifying IVIG
as a biologic response nmodifier. That would affect
t he physician paynent side. That would get it into
a higher category. Right now IVIGis classified in
a |l ow conplexity category, simlar to that of

saline. Those of you on the advisory commttee

file:////[Tiffanie/c/Stuff/0919BLOO.TXT (42 of 319) [9/22/2005 12:17:00 PM]



filex////ITiffanie/c/Stuff/0919BLOO.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

that are physicians know that IVIGis a conplex
therapy. Infusions need to be nonitored. Expert
nurses deliver that infusion. It is a four- to

ei ght -hour process. There is the chance that
during an infusion there could be reactions. This
is not alowconplexity drug. It is high

conpl exity and should be classified as a BRM W
are working on that.

There are political hurdles. Everything
is political when it comes to this issue. The AVA
is involved. The AMA has issues with physician
payment reformif they classify IVIG as a BRM and
reduce the rate for sonething else. Congress has
told CVM5 to look at it. CM says we can't decide
if it is a BRMunless we hear fromthe AMA. So, it
is this real classic gane of political ping-pong.
At the same time, the inperative need is to assure
consuner, patient access. So, this back and forth
needs to stop and IVIG should be classified as a
bi ol ogi ¢ response nodifier.

In addition, we are recomrendi ng that the

HCPC codes be de-bundl ed; that you have
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product - speci fic rei nbursenment based on the NDCs,
the National Drug Codes. Sone groups have said,
you know, classify IVIG as a bl ood product. Again,
to you experts in blood- and plasma-rel ated i ssues,
it is probably very apparent to you that IVIGis a
bl ood product. However, there is a disconnect.

Al t hough the FDA recogni zes and regulates IVIG as a
bl ood product, CMS does not because they say IVIG
is so highly manufactured that the end product is
not a blood product. | think they are thinking
along the lines of platelets, red cells, nore of
the pure--although albumn is a bl ood product.
Again, it is alittle bit of a disconnect but that
i s what makes this reinmbursenent issue fascinating
and conpl ex.

Additionally, we have suggested that a
denmonstration project be conducted--sinilar to what
was done for chenot herapy, done for dialysis,
renal --that would result in additional paynents to
providers that participated in conducting the
survey.

CVB did take action. You know, they are
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1 trying to solve the problem It is a conplex

2 problem [If any of us had the solution that was

3 easy maybe we wouldn't all be here tal king about

4 IVIGon a quarterly basis. But CM5 divided codes,
5 liquid versus lyophilized. It is not a conplete

6 fix. That is why the industry and the IVIG

7 conmunity, recogni zing the distinct, unique nature
8 of each brand of IVIGthink the better solution

9 woul d be to de-bundle entirely and to agai n have
10 the NDC-based rei mbursenent.

11 O course, all of these recomrendations we
12 have raised with CM5 in conents; we have raised
13 with CVS at neetings. | know Dr. Hol nberg has had
14  several discussions with CM5. They tell me now

15 they call himJerry and they see Jerry all the

16 tinme.
17 The 2006 HOPPS inpact on access--again, |
18 don't have a crystal ball. | can only |ook at the

19 experiences fromthe physician office and predict
20 it will be negative. The window of tine to act is
21 now. Medicare is seen as a nodel, also Medicaid.

22 You know, let's not forget CMS has jurisdiction
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over Medicaid. And, we know that Congress is

| ooking at a ten billion dollar package of savings,
reductions in Medicaid, and we know t hat Medicaid
will likely nove to an ASP nodel. So, the
reverberations negatively on patient access to care
coul d be catastrophic.

So, we want to draw upon conclusions from
the physician office. W ask ourselves the
question, you know, can or will ASP plus 8 percent
be sufficient to sustain access to care in the
hospital outpatient settings, which is clearly not
the optinmal setting for soneone who is immne
conprom sed and it is also the setting of |ast
resort. As | showed you in that chart earlier, the
hospital outpatient setting will soon be
over-saturated and the question is and then what?

So, collectively PPTA convened a sumit on
Septenber 7 to cone up, as | said, with a
short-termsol ution, issue specific, and to
i medi ately focus on the Hospital Qutpatient
Prospective Paynent System Sone maj or outcomes of

are that--aside fromthe fact that 30, 40 people
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were able to sit in a roomand come to consensus
and act in a unified voice, which was | think
unpr ecedent ed--there was a recomrendati on t hat
there should be an add-on for IVIG There should
be a danpeni ng provision applied that sone
calculations with regard to ASP shoul d be nodified
to include the pronpt pay discount; and that IVIG
shoul d be classified as a biol ogic response
modi fi er.

Additionally, there is precedent for this
group recommendi ng that there be an increased
rei mbursenent or an add-on for IVIG MdPAC the
Medi care Paynment Advi sory Commi ssion, reconmended
25-30 percent of ASP. CMsS, their own APC
committee, recomended that the 2 percent add-on
woul d not be sufficient and that industry data on
addi tional reinbursenments on the pharmacy overhead
shoul d be consi der ed.

So, the 2006 HOPPS situation does present
an urgency and opportunity. Dr. Hol nberg nentioned
PPTA' s conpanies' comitment to access and the fact

that the conpani es have nade nanufacturer toll-free
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nunbers avail able. Mnufacturers are reporting a
robust energency supply. But, again, the
rei mbursenment situation is really defining the
ability for Medicare beneficiaries dependent upon
life-saving IVIGto access care. |If there are any
questions | would be happy to address them

DR ANGELBECK: Coul d you just expand a
little bit for ne? Your statenent about providers
reporting ASP plus 6 percent is not a sustainable
busi ness nodel, and even potentially at the plus 8
percent level it is questionable, is that providers
t hroughout the whol e systen? Does that include
physi ci ans? Does that include conpanies? Can you
just define that a little bit nore for me, please?

M5. BI RKHOFER: When | use the term
providers | amreally neani ng physicians and maybe
hone care conpanies to a certain extent. But in
the Medicare settings | do know that in the
physician office that is causing a migration to the
hospital setting. The ASP plus 6 is not sufficient
to cover the cost of the drug.

DR ANGELBECK: What about the
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manuf acturers? Do you think that they are
beginning to |l ook at this and wondering if it is a
sust ai nabl e busi ness nodel for themfor this
product ?

MS. BI RKHOFER: The conpani es are
committed to manufacturing |ife-saving therapies
and, you know, we have had sone consolidations,
sonme shifts, some changes in the market. | would
like to think that there has been an equilibrium or
a bal ance brought to the market but, you know, I
certainly can't predict what the future will be.
But | can say with certainty, based on our supply
data, that the conpanies are manufacturing to
capacity.

DR. BRECHER  Mark?

DR, SKINNER: | guess two things, | am
curious about the system where physicians are urged
to contact the manufacturers to report shortage of
use, how you see that systemworking and if PPTA
has any kind of aggregate information fromits
menbers fromthe reports that doctors are making to

your nenber conpani es.
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MS. BI RKHOFER: PPTA does not interject
thenselves into the rel ationship between the
manuf acturer and the custonmer. These nunbers were
put out there very publicly, and because it is
custoner information the conpani es have nunbers
avail abl e, not just for IVIG but for each and every
therapy that they manufacture. The situation
currently with IVMIGis not any different than other
therapies, the factor, the alpha-1, and the need to
have access to care. So, we don't see a role for
PPTA as an association, for any variety of reasons,
interjecting into that custoner/manufacturer
rel ati onshi p.

DR BRECHER:  Jerry?

DR. HOLMBERG Julie, | saw on your slide
that there was one conment about the NDC-based
rei mbursenent. Can you explain that a little bit
nor e?

MS. Bl RKHOFER:  Sure. Medicare and
Medi cai d, the federal payers, have systens in
pl ace, coding systens. They have HCPC codes,

Heal t hcare Common Procedure Codes; they have
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Anmbul at ory Paynment C assification codes, APCs.

Each drug, each brand, each dosage size has a
specific National Drug Code, an NDC. It is down to
the incremental |evel of vial sizes. That is why
we think to assure access and the adequacy of

rei nbursenment to have an NDA-based rei nbursenent,
rat her than everything under one HCPC code where it
is susceptible to vol une-wei ghted averages, and
that can inpact access by brand. W know that
consuners need access to the brand that works best
for them W would like to get it down to the very
speci fic NDC-based reinbursement. So, it is really
a codi ng issue.

DR. BRECHER: Art?

DR. BRACEY: Could you clarify one thing
for me? Has the industry |ooked at the actual cost
of producing the product? In other words, we know
what the sales prices are and the whol esal e prices
but what does it cost actually to nmake the product?

MS. BI RKHOFER: Well, | can tell you that
for plasnma-derived therapies such as IVIGit is a

very capital-intensive investnent. It is very
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costly fromthe raw material that is used, the
source plasma, through the manufacturing and the
fractionation process there are a series of steps.
These facilities are huge structures that require
filtration HEPA filters; the infrastructure of

enpl oyees, the range of enpl oyees that you need to
have from highly skilled down to people that keep
things absolutely clean so that you can be in a

cl earance 1, air clearance 2 zone.

So, | can tell you that these therapies
are very different than traditional chenica
synthetic therapies and they are very costly to
manuf acture, again, fromthe starting materia
through the process. The regulatory environnent
constantly inpacts the cost and, again, there is a
good reason for that just to assure the safety and
quality of therapy. So, the conpanies totally
align thenselves with the process of the regulatory
hurdl es and thresholds and there are costs invol ved
with that.

Specifically, again from an association

perspective, | can't speak to price but | can tel
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you that it is a costly therapy. Depending on the
wei ght of the person and the amount of |VIG they
need, it can be approximately a $5, 000 infusion

every three weeks. And, we don't hide behind the

fact that it is costly or expensive. It saves
lives. It is necessary. And, again, the entire
process--there are reasons for these costs. It is

very, very different from manufacturing pills and
tabl et s.

DR BRECHER: Jerry?

DR HOLMBERG Julie, | have two
questions. Let me give you the first question and
then | will come back and ask you the second
question. Back at the May neeting of the Advisory
Conmittee for Blood Safety and Availability there
was a web posting fromthe FDA on the use of
al bunmin. Has that influenced the demand of al bumin
and i nproved any of the use of the product or the
quantities, and also the manufacturers' production
of this to offset the cost of some of the other
pr oduct s?

MS. Bl RKHOFER: Yes, the information
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posted on the FDA site was hel pful. | have not
seen an imedi ate inpact but it has been
incremental, as woul d be expected. As you note,
the integrated product portfolio within the plasm
t herapy products, the al pha-1, the al bumin, the
IVIG the plasma-derived blood clotting factor--how
much you can manufacture of one depends, you know,
on the econonics of how rmuch you can sell of the
ot her because there are storage costs, handling
costs. You know, you can't manufacture IVIG and
what do you do with the paste? Wat do you do with
the proteins that you have taken fromthe plasma
for the other therapies? But, clearly, the need to
have a strong al bumi n demand and mar ket woul d
impact in a positive manner the |VIG situation
So, we do appreciate what the FDA did and we are
hopi ng to see an upswi ng.

DR. HOLMBERG M other question is a
question that | ask a | ot of pharnmacists when
talk to them They comrent about their allocations
and nost recently | heard from a pharnmaci st that

was responsible for two hospitals. One hospita
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1 had a small anmobunt of allocation; the other

2 hospital had zero allocation and, yet, they saw an

3 influx of patients in both of the hospitals.
4 pharmaci sts are very concerned. They get the
5 physi ci an banging at their door and the

6 compl ai nts--and the question that | have,

7 especially fromthe infusion services, is what

8 happening to the allocations? |If the physician is

9 no longer infusing in the infusion center or in the

10 physician's office, what is happening to

11 allocation? |Is it being noved over to the hospita

12 where it is now being infused?

13 MS. BIRKHOFER: Well, | do know that sone

14 distributors, and that is really where this

15 question gets to, do have mechani snms in place where
16 the product tracks with the user. Again, | think

17 that is kind of a function of the market, if you

18 will, as to how those determ nati ons are made.

19 Al l ocation, as we have tal ked about in the past,

20 an effort to assure that there is sufficient

21 product where it needs to be and it takes into

22 account historical order volumes. So, currently if
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a hospital or an entity has not, for their own
busi ness practice decisions, chosen to engage in
contracts it is difficult at this time, given the
dynanmi cs of the market, to get the therapy. But,
agai n, sone distributors do have, fromwhat | am
aware of, mechanisnms in place where the product
tracks with the patient.

DR BRECHER: Paul ?

DR. HAAS: Julie, as a followup to
Jerry's first question, if there is an increased
demand for albumin | would assume that would hel p
spread the capital cost between al bumin and |IVIG
Does that then have a | owering effect upon the IVIG
price?

M5. BIRKHOFER: | really can't coment on
what inpact that woul d have on pricing.

DR BRECHER: Merlyn?

DR SAYERS: Thanks. | didn't hear all of
your talks so if | mssed this, ny apologies. But
do you know what proportion of the overall use of
IMIGis for off-label indications, and to what

extent that segnment of the nmarket has grown?
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MS. BI RKHOFER: | know those figures from
data fromthe I mune Deficiency Foundation and
have ranges that anywhere from 40-60 percent of the
IVIGis for off-label use. But, as an association,
we work with the consumer groups and we work with
the users of the | abeled indications so | don't
really, you know, track that.

DR BRECHER: Thank you, Julie. W are
now goi ng to hear from Marsha Boyle, fromthe
I mmune Deficiency Foundation

I mmune Deficiency Foundation
M5. BOYLE: While this is being set up

just want to thank the comittee so nmuch for paying

attention to this issue. |1 amthe president of the
I mmune Deficiency Foundation. | ama co-founder.
And, | have an adult son who is married and

heal t hy, working very hard, a productive nenber of
soci ety because he was di aghosed early. He gets
his IVIG and his i mmunol ogi st dictates how nuch he
shoul d get; where he should get it; and how often
he should get it. Not reinbursement. So, this is

sonet hi ng necessary for every patient who requires
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1 IVIG

2 Thank you so rmuch for acknow edgi ng the
3 crisis that many Medicare patients are facing and
4 not being able to get IVIG It is a life-saving
5 therapy, as you know. | know you took a rather

6 controversial position in May in recomendi ng a

7 public health energency. W know that no one |ikes

8 this term nology but, as far as | understand,

9 one of the only mechanisns to allow CM5 to increase
10 rei nbursenent rates for IVIGto a purchasable rate
11 and to allow patients to receive the appropriate
12 brand at the nmpbst appropriate site of care by the

13 best trained professionals in the adm nistration of

14 IVIG

15 You are certainly not alone in this

16 recomendation. Over 30 nenbers of Congress have

17 recently signed a letter to Secretary Leavitt that

18 foll ows your recomrendation to ensure patients

19 receive access to I@Vin all sites of care

20 have a little packet. That letter is enclosed,
21 you would like to look at it. So, thank you again.

22 Congressnman | srael and other nenbers of
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1 Congress have contacted CMs about patients not
2 being able to receive IVIGin their physician's

3 office. The first response was to have the

4 constituents call the 1-800 Medicare or go on-line

5 to find anot her physician to adm nister IVIG

6 really was not a successful response. Wen CV5 was

7 further pressed by continued inquiries from

8 senators and congressnmen, CM5 wrote back to menbers

9 of Congress to have patients go to hospitals.

10 al so is not acceptable. The problemcertainly is

11 not getting better

12 As you have heard fromJulie, PPTA did

13 host an IVIG summt to devel op recommendations to

14 prevent the rei nbursenment crisis fromoccurring

15 under the hospital outpatient setting. |IDF is very
16 supportive of these recomendations and is proud to
17 be part of this group. But as we work to prevent

18 access to care in the hospital patient setting from

19 bei ng reduced for so nmany patients, we mnmust not

20 forget that the other inportant sites of care,

21 as physician offices, infusion suites and honme care

22 settings, need to be available to our patient
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popul ati on i mredi atel y.

For many of our patients these really are
the nmost inportant settings for care and for the
ability to |l ead healthy and productive lives.

Asi de from undue stress and negative health

out comes from being switched, in ny opinion the

| ong-terminpact of physicians not being reinbursed
to cover the cost of treating patients is that
fewer specialists will be available in the future
to provide proper diagnosis and treatnent to

pati ents whose health depends upon early diagnosis
and state-of-the-art care.

At I DF, since January 1, we have been
getting daily phone calls about this situation, but
we wanted to quantify the inpact this has had on
the community. Therefore, we did survey our
communi ty, both physicians and patients, Medicare
patients. | personally want to thank Jerry
Hol mberg who has been in touch with us regularly
and has followed up on many of the phone calls and
probl emrs that we have seen that have been quite

upsetting, to put it mildly.
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First | would like to spend a coupl e of
slides going back to a survey that we did in 1997
that really shows the inmpact of 1@V on the primary
i mmune deficiency comunity. This was a nationa
patient survey that was a foll owup to another
survey, a survey of patients who are treated with
VI G

As you can see, prior to diagnosis 90
percent had unusual or repeated infections. This
is not your typical situation. As far as the
heal th i npact before diagnosis, sonething |ike 44
percent had irreversible, permanent functiona
i mpai rment before diagnosis and the onset of
therapy. As far as the health status before
treatment, in less than 20 percent was it good to
excel l ent after you show the inpact of
i ntramuscul ar, which certainly was an inprovenent,
but after being on IVIG al nost 75 percent indicated
good to excellent health. | think this is
self-evident but | think at tinmes we just need to
be rem nded of the trenendous inpact of this

wonder ful therapy for our patients.
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What we did, we conducted a tel ephone
survey of Medicare patients. These patients had
been sel ected fromour 2002 national patient survey
that we knew were on |GV and al so were Medicare
patients. The response rate was very good, as good
as any survey you will find conducted by the
governnent. Really only 9 percent declined. W
think the results are quite indicative of the
i npact of this reinbursement problem O these
Medi cai d patients, 81 percent are nowon IVIG As
you can see, their current source of health
i nsurance i s Medicare but sone certainly do have
al ternate sources of health insurance

This is a summary of several slides, but
of this patient popul ati on, patients who have any
problenms with their health because of reinbursenent
problens is 39 percent, so al nost 40 percent of
Medi care patients surveyed. Sone of the problens
include |l ess tolerated product; |ower dose; |ess
frequent; changed | ocations, 12 percent; stopped
i nfusions, 3 percent. W receive calls on every

one of these.
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This slide was a single slide kind of at
the end of nmany of the questions, just kind of
asked a little differently and of these, 22 percent
have had to pay nore; had their doses reduced;
interval increased; switched to |less preferred
brand; postponed infusions. Again, we have had
many phone calls on postponing infusions; having to
pay nore. |n many cases in the private pay or in
the physician office or in the home care setting,
the co-pay is not taken. In the hospital it is
al ways taken and we know of patients who no | onger
can afford to have therapy because of that

si tuati on.

Change in site | think is rather dramatic.

As you can see, of the people who had reported
changing site, 51 percent had been in physician
offices, with 9 percent since January 1. Then, the
other slide is the increase in hospital outpatient.
So, we know where our patients are goi ng and what
i s happening to them

Why do they change the site of infusion?

It is pretty self-evident. W have had quite a few
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verbatins but the one | like is the explanation
got fromny doctor which is that Medicare had
started not reinbursing enough to cover the
doctor's office cost. That sort of floored ne
because Medi care and mny insurance is paying about
$648 nore than they were paying to the doctor's
office so, certainly, this is not saving noney and
it is causing undue stress to the patients.

Why | ess frequent infusions? Now sone
| ocal carriers are dictating that trough | evels be
at a certain anount--"because the hospital was
havi ng problens with Medicare for this and they
woul d not treat ne unless ny |evel was bel ow 600
and normal is 1,000. M doctor decided to extend
it to eight weeks, hoping | evels would stay bel ow

600 but | am having sinus infections,” and it goes
on. Less frequent infusions--well, they are going
to get sick and now some carriers are, you know,
trying to practice nedicine.

Wiy they were changed to a | ess tolerated

product, "well, because | had to change | ocations

because of the Medicare pricing. | also didn't
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1 react well to the |last nedication at the doctor's

2 of fice which was changed due to pricing." So, you

3 know, when they go into the hospital, you have

4 heard Julie talk about the allocations. |[|f they

5 can get the product, they are getting a different

6 product and they are having reactions.

7 Sone of the side effects from new

8 products, as you can see, that were reported in the

9 survey are high blood pressure; rashes; headaches,

10 85 percent; nausea; fever; shortness of breath.

11 Again, this is all because they had to change

12 product fromthe one that, you know, was safe for

13 them and that they were used to.

14 Negative health effects as a result of

15 problenms in getting IVIG of those who had probl ens

16 whi ch was 15 percent of all Medicare patients,

17 percent reported having negative health effects.

18 Sone of these health effects--they went on for

19 pages but trying to get it down to one slide,

20 al though | don't think many people can read this,
21 but the one I highlighted is, "before | went to

22 Criticare | went to another hospital for treatnent
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1 and they gave ne the wong kind and | had little

2 spots onnme. | had areally bad reaction and the
3 doctor mentioned kidney failure.” Qher infections
4 are pneunoni a, bronchial infections, stonmach

5 i nfections--you know, it goes the gamut. Again,

6 this product is inmportant for our patients and if
7 they have to delay getting it or not receiving it
8 their health is going to be conprom sed

9 dramatical ly.

10 Well, this is kind of scary. Wwo is

11 responsible for the problemin getting IVIG?

12 Forty-four percent blamed the governnent in one way
13 or another, and | don't think the governnent |ikes
14 to be in that position

15 As far as confidence in future treatnent
16 by experience of GV problens, |ess than half who
17 have had treatment experience are confident that
18 they will be able to get their product in the

19 future.
20 Rating of the U S. healthcare system by
21 experience with I'VIG probl ens, again, |ess than

22 hal f the patients who have had probl ens think the
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U.S. healthcare systemis doing a good job in
getting proper treatnment to the patient.

Now, these results closely reflect our
fact survey that we did earlier in a nationa
sanpl e of 558 physicians who reported having
primary i mmune deficient patients in our 2003
physi cian survey. As you can see, the nunber of
patients treated by these physicians who responded
to our facts survey was over 4,000 primary imune
deficient patients and about 935 other patients
receiving IVIG

As far as asking if they had significant
difficulty obtaining IVIG products for patients
because of reinmbursenent, 33 percent reported
having difficulty and this corresponds with the 39
percent that we reported in our patient

survey--significant difficulty in obtaining IVIG

products by number of PID patients. | think it is
no surprise. It tends to go up with the nunber of
patients.

Patient inpact of problems because of

availability, again, these are quite reflective of
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68
what was reported by the Medicare
pati ents--postponed infusions; different site of
care; interval increase; brands |less preferred;
al ternate therapy.

Adverse health events, 18 percent of al
doctors reported them but 43 percent of doctors had
patients with rei nbursenent problens and this,
again, corresponds to the patient survey with 40
percent of all patients having problems and 15
percent of all patients.

So, you know, with this survey we are
trying to give information that is not just
anecdotal. Qur anecdotal stories are
heart-breaki ng and they are not going away. |
think you can see that the health of patients is
bei ng needl essly conpronised. Although we know it
certainly wasn't the governnent's intention, it is
t he unaccept abl e out cone.

Patients should not have to die to get
attention, which has already been reported in one
case. W are certainly working within the system

to bring about change for our patients and we wll
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continue this effort. However, we can't do it

al one. We need your help. W need the hel p of
this coomittee. We will do whatever it takes to
get the attention of the American public that an
FDA- approved product is being denied to sone
pati ents who have federal insurance because of
rei nbursenent rates. This isn't acceptable and we
all know that private payers tend to foll ow

Medi care rates, as does Medicaid, and that

j eopardi zes even a |l arger percent of our very
fragil e popul ation.

So, thank you for your concern, and we
hope that you will continue working on this and
recomrend solutions to ensure that our patients and
all patients who require 1AV are able to obtain it
inall sites of care and all brands. Thank you
very much, and do you have any questions?

DR. BRECHER: Marsha, | noticed fromyou
slides that in your survey of the doctors it
inmplied that 20 percent of the patients were for
other indications. Wat is your estimte of

of f -1 abel use?
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MS. BOYLE: Again, | can't say | know.
General ly, for the primary inmmune deficient
patients the figure is usually around 30, 34
percent. Of-label, we have heard from ot her
sources that it is over 50 percent or close to 50
percent. | don't think anyone really knows. W
have a sense of our population and | actually think
it is larger than what the estinates have been.

DR. BRECHER: O her questions or coments?

MS. BOYLE: Thank you very nuch.

DR. BRECHER: W are now going to enter
one of our public comrent periods. | guess we wll
first hear about the nedical needs of
Katrina-affected areas, Ms. Jan Hamilton, fromthe
Henophi l i a Federation of Anerica.

Publ i c Coment s
Henophi l i a Federation of Anerica

M5. HAM LTON: Good norning and thank you
for the opportunity to tell you a little bit about
what is really going on in Louisiana. Sone of the
comrents that | am going to make, you may wonder if

that really has anything to do with healthcare and
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| amgoing to tell you that it really does because
I want you to really think as | nention each one of
these things what would really happen under these
ki nd of circunstances.

First of all, there are things in the 21st
century that we take for granted--a roof over our
heads; food to eat; ability to earn a living;
access to healthcare; transportation to wherever we
want to go whenever we want to do it or whenever we
need it. Up until now no one has ever experienced
the wath of a hurricane like Katrina. | have been
in the hurricane belt virtually all of nmy life. |
have heard the warnings. W have all heard the
warni ngs. W all know how to go out and buy
batteries and do all that kind of stuff, and we
have a tendency to feel conplacent about what we
know we can handl e and what we can't. No one has
ever experienced anything |ike what Katrina brought
to the Gulf Coast. | heard Sen. Mary Landri eu say
she had been to the tsunani area and there was a
difference. Wth the tsunam the water came and it

left. Wth Katrina it cane and it stayed and it
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created havoc.

The reaction and response to the
hurri cane--warni ngs were given. Evacuation--we had
a beautiful evacuation route planned. W had
wi dened hi ghways. W had made contra-flow. W had
done all these kinds of things and sonme people
followed the advice and left early. Ohers had no
means of transportation. The City of New Ol eans
had access to hundreds of school buses and MIA
buses. They didn't nove themto higher ground.
They were under water at the tinme they needed to be
used for evacuation

I have heard a |l ot of people say it is a
bl ack/white issue. It is not a black/white issue.
The mayor of New Ol eans is black. The fire chief
is black. The police chief is black. But 67
percent of the population is black. So, you knhow,
with that kind of percentage there are going to be
a |l ot of those people that are not able to be
reached. The problemis they didn't start soon
enough. President Bush started asking on

Wednesday before the stormfor Governor Blanco to
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1 allow themto nove in and start hel ping. She

2 declined until well after the storm So, that is
3 part of the probl em

4 For the people that left ontine it went
5 pretty well. For others that waited, the two-hour
6 drive as far as Lafayette turned into a 14-,

7 16- hour drive. People ran out of gas. The gas

8 stations along the way didn't have any gas because
9 there had been so many people that needed to take
10 advantage of it. They didn't take enough food or
11 wat er or even flashlight batteries with them so

12 that created a probl em

13 Agai n, when you think of the popul ation of
14 New Orl eans, and everybody says around 500, 000,

15 that is just New O leans. That is not St. Bernard
16 Pari sh or Plaquem ne's Parish or all those other
17 pari shes that were involved in the evacuation

18 State |l eaders really delayed in asking for federa
19 hel p, causing all kinds of delays in assistance.
20 Conmruni cation didn't exist. Tel ephone towers were
21 wi ped out. There were no cell phones. There was

22 no way to communi cate. W knew and the rest of the
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state knew what was goi ng on because we coul d watch
inon TV. The people in New Ol eans couldn't watch
it on TV and many of themdidn't have radios. Wth
conmuni cati on gone, how do you even find patients?

This is a really strange story. There was
one hospital that continued to operate even |ong
after the hurricane had hit. Nobody knew there was
anybody in that building, treating patients.
Finally, about three days later, one of the nurses
went to the wi ndow and was just waving out the
wi ndow and finally they realized that there were
people in there. There were actually stil
patients in this hospital, working on just
batteries.

Anot her thing that happened, and this is
not funny; it is really kind of stupid and |I hate
to say this but a lot of hospitals had generator
power. (Guess where the generators were--in the
basement. It makes a |ot of sense, doesn't it for
a city that is as far under sea | evel as New
Oleans is.

I amgoing to use an exanple, a nodel set
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up at the Cajun Donme in Lafayette. That is ny hone
and | do know a | ot about what happened there. |
talked with all of the |eaders, Lafayette Medica
Soci ety, Anerican Red Cross, churches, United Wy,
Sal vation Arny, city parish governnment. All of
them got together and they put things into notion.
In the beginning it worked really well. The first
shelter was set up at the Cajun Done and it was for
people. Then they realized that a | ot of people
had brought their pets and, for sanitary reasons,
they couldn't allow the pets to stay there. So,
they took another facility, another arena, and set
it up for the pets and they got the SPCA invol ved,
all the aninmal care people, and everything, and
peopl e were donating all kinds of cages, and
everything, so people could get pets over there.
Dog food was donated. Veterinarians were there.
This is very inportant because of the nental health
of these patients and they had | ost everything,
they needed their pets with them Sone of them
even snuggl ed theminside their clothes on the

buses that were allowed to | eave with them
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Menbers of the nedical society | amvery
proud of. They were able in some way to get in
touch with the interns and residents fromLSU in
Tul ane that were evacuated to Lafayette and they
put themto work i mrediately, along with volunteers
fromthe parish nedical society. They enptied al
of their sanple closets. They got donated
suppl i es, conpassionate care supplies fromthe
manuf act uri ng conpani es and they set up a beautiful
triage clinic in the Cajun Done. You can inmagine
the kinds of things--infections, asthma, along with
the just day-to-day things that people deal with
i ke diabetes, dialyses, heart patients, cancer
patients, all these kinds of things. Then there
was a special needs center that was set up in
another facility that was right next door to a
hospital so those patients who needed even stronger
care could be treated there.

A lot of the chain pharnaci es even agreed
to fill prescriptions. They would take on sone of
t hese conpassi onate care products and use themto

fill prescriptions for people because they didn't
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have any noney. Many of them thought they were
| eaving hone for two or three days. |t has now
been three weeks and sonme of themw || never go
back and sone of them may be able to go back at
some time or another.

The university hospital systemin Tul ane
lost all their records. They didn't |ose them all
they just couldn't be accessed. So, you have
patients presenting with--yes, | take this little
white pill in the nmorning for nmy blood pressure,
and then there's this little red pill that | take
for this. OCh, there's this little yell ow one that
| take for this. You have no records. You have
nothing to go on by what they are telling you. The
nmore educat ed people were able to--sonme of them
even had their bottles of nedicines on themor a
list but, sadly, the mgjority of them really they
didn't know. So, these physicians were starting
fromground zero

This is the first part where | just want
to cry. There was friction between the Red Cross

and the nedi cal volunteers because the kind of
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treatment they were giving didn't fit the protocol
of Anerican Red Cross so they nade them|eave. Now
there were these thousands of patients who were
being cared for beautifully within this shelter who
are now-they have no cars and they now have to
access the energency roonms and the walk-in clinics
to get care. It is really sad. For instance, in
our city we experienced in 15 days the growh that
any city is expected to do in 15 years. So, just
think about that, and think about the fact that
even to get a prescription filled in a pharnacy
sometinmes took as nmuch as 24-36 hours because they
just couldn't get enough of the drugs.

Qur office happens to be in Lafayette. It
is right on I-10, the southern part of the state
bet ween M ssi ssi ppi and Texas, and a | ot of people
came there. There were a | ot of people that had
relatives there and our office is set up there.

So, we set up a conference call with clotting
factor manufacturers, along with representatives
fromNHF, and we identified what to do with some of

the henophilia patients. W identified United
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Bl ood Services in Lafayette to house and distribute
conpassi onate factor. They already have an
exi sting system delivery systemset up and they
carried sone product anyway so it was a natura
for themto do it, at no charge. And, the aulf
States treatnent center in Houston was identified
for those people there. There was also a place in
Dal | as they could go and a place in San Antoni o.
They could go to treatnent centers there. In our
treatnent center we couldn't even find Dr.
Lessinger from Tul ane for a while. Then she showed
up and guess where she showed up. In Lafayette.
So, we opened our doors to her and she and her
soci al worker and her staff were housed in our
offices. And, we seemto have becone the center
for distributing all of these goods and services
that are conming in fromanywhere and we truly,
truly, truly appreciate it.

In the time that we couldn't |ocate Dr.
Lessi nger we contacted two groups of henatol ogi sts
in Lafayette who treat patients with hemophilia,

one group at University Medical Center and another
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in private practice. They agreed to do whatever
they could do for those patients within that area
In our area the city Ilimts are 100,000 but our
trade area is 500,000 so there were a | ot of people
in the surrounding towns that were able to get care
that way.

Then on Septenber 12 Dr. Lessinger and her
staff noved in. W gave themtel ephones, desks,
and so forth, and they have been set up there in
our offices. W have also set up a henophilia
di saster relief fund for patients who have needs
other than nedical. |If you can just inmagine trying
to start over--one day you wake up and your house
is two sticks and you have nothing. You don't have
a famly picture. You have sone of the pictures on
TV that showed the missing children and it is just
alittle black profile. Some of them have not hi ng.
They had not hi ng when they |eft.

Even connecting fam |y nenbers separated
during the evacuati on becane a nmajor problem Ham
radi o operators have been a big, big, big help but

they were also located in the Cajun Donme and the
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1 Red Cross asked themto | eave because they woul dn't

2 all ow the roomthat they were working out of to be

3 | ocked at night when they weren't there. |If I

4 a hamradio operator | wouldn't want to | eave ny

5 tens of thousands dollars worth of equi pnment there
6 either with about 10,000 people in the building.

7 During all this tinme, | guess it was about

8 the day after the hurricane, Rep. Bobby Jindal's

9 office called ne and asked for input on the

10 heal thcare needs in the face of Katrina, and they

11 hel ped put together the next phase of relief,

12 actually tried to cut through as nmuch red tape as

13 possible. This, again, doesn't really have

14 anything to do with healthcare treatnent and, yet,

15 it does because the results of not doing it do

16 result in healthcare, and that is the fact that

17 those buses sat there in New Ol eans without any

18 drivers, the metropolitan buses and the schoo

19 buses that shoul d have been noved to hi gher ground,

20 and the answer was that the reason they weren't

21 used is that they couldn't find any drivers. Well,

22 hello! 1In tines of an emergency you shoul dn't have
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to have a CDL to be able to drive a bus to get
people to safety and drive themas far as need be.

So, this began ny survey of all of the
things that we saw as obstacles. Here are sone of
the obstacl es: Defiance of individuals not wanting
to leave their affected areas. This was home. It
is Nw Oleans and it is home. The sane thing with
Biloxi. There is sort of a conpassionate feeling;
gener ati ons had been there.

Lack of adequate search and rescue
personnel and delay in requesting federal aid. The
delay in requesting federal aid fromthe state was
a big, big, big mstake and that is another place
where we feel that the red tape should be cut. |
do know that at one tine President Bush was
consi dering evoking the Insurgency Act and maybe
there shoul d be sonething that could be done to not
have to wait for a governor to conme in to help in a
situation like that. In the first place, just in
an everyday situation, you don't have enough peopl e
to be able to deal with this sort of imense

energency. In the second place, when a | ot of them
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have already |l eft you sure don't have the
facilities. So, you need help from somewhere.

There was a very sl ow response in our area
of the state by FEMA and the Red Cross to get the
i ndividual s registered and get aid to the evacuees.
Not until a couple of days ago did the Red Cross
start distributing any finances to the people, and
it was $350 per person or up to $1,500 for a
five-menber fanily.

The clothing and all of the other things
wer e being done by the Sal vation Arnmy and by | ocal
organi zations. FEMA was absol utely non-existent in
Laf ayette. W knew that there was FEMA in Baton
Rouge. We could not find any FEMA in Lafayette.
They were in Houston. They were all over Texas but
they weren't in Lafayette where we had about 40, 000
to 50,000 worth of evacuees.

Then ny answer was, well, | wll start
sending out e-mails to the del egation and say, you
know, find them Were are they? And the next
day, on Sunday, | got a call froma lady in Baton

Rouge who was with FEMA and she said, well, we have
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60 contract enployees in Lafayette but none of them
really work for FEMA. So, there was no one that
was calling the shots. It was just a bunch of
hired hel p and they didn't know what to do.

There needs to be sone sort of better
screening process to identify the people with
medi cal problens and to keep fanmi|lies together
There are still children who don't know where their
mot hers are, and nothers and grandnot hers who don't
know where their children and grandchildren are.
Parents of hospitalized newborn babies weren't
notified where their babies were air-lifted to and
it has taken until this past week--actually, I
think there is still one baby that has not been
united with its parents. |If you can imagi ne going
through a birth during that kind of a situation and
t hen havi ng your baby taken from you and fl own out
some place and you are not even told where they
ar e!

The evacuees were not given a choice of
which city to go to. They were just put on a bus

and sent sonewhere. A |lot of the famlies were
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1 separated and put on different buses.

2 Al of these things lead to nental health
3 i ssues. They may not be actual nedical issues but

4 they are nental health issues that really create a

5 maj or problem | just can't even inmagine, you
6 know, | osing everything you have and then not

7 knowi ng where the rest of your famly is. The

8 speci al needs portions of the popul ation, whether

9 it is hemophilia, diabetes, high bl ood pressure,

10 mul tiple sclerosis, imune deficiency, alpha-1,

11 whatever it is, it has a mgjor inpact upon their
12 condition just under normal conditions. But if you

13 can inmagi ne going through this and still having

14  that problem

15 So, what do we do next tine? Mike sure

16 that the state officials invite federal help

17 i medi ately, before the stormhits. Myor Nagin

18 said that he did not really want to make the

19 evacuati on mandatory because sone of those people
20 had been there all their lives. But nobody had

21 ever seen anything like this. The |evee was built

22 for category 3 hurricanes and nobody knew what
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woul d happen. They shoul d have been nade

mandatory. There should be a sound plan in place
prior to onset and started at |least two to three
days earlier. You know, it is better to be safe

than sorry.

Sone ki nd of backup comuni cati on met hods.

The TV stations had satellite comruni cation. Wy
couldn't that have been used by the people who were
in charge? Each vulnerable state, Atlantic Coast,
@ul f Coast, West Coast, wherever they are should
have in place a really good plan in order to be
prepared and to not face the kinds of things that
are being faced right now.

And to be sure to incorporate outside
hel p, be ready to incorporate outside help. For
instance, fromour city there were 100 boats and
300 people that left at 4:30 one norning to go down
there to try to hel p evacuate the people. They got
down there and they weren't allowed to go because
they didn't have anybody to direct them where to
go.

There needs to be nmass transportation
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strategy for evacuation beyond the areas of the
storms path, and | don't nean just 30 niles

out side but far enough away that it doesn't have
such a trenendous inpact on the popul ation,
especially for those that don't have access to
personal transportation, and identify in advance
medi cal centers outside of the stormis path to be
designated as the triage centers for the various
pati ent popul ati ons and have conputer backup
avai l abl e. Every hospital should have of f-canpus
backup sonewhere safe, in a vault, doctors' offices
in hospitals, somewhere where that can be reached
when it needs to be.

In a recent statenent rel eased by the OVB
they stated that proper response to disaster relief
shoul d be unified, coordinated and effective. Boy,
that suns it up and that is what it has not been

Sone of the things that have happened- -1
mentioned that | had e-nailed the delegation with
the problenms and gotten responses. The first
response canme back from FEMA. Then | got a cal

just a few days ago fromthe Vice President for the
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1 Quality Assurance for the Red Cross. He said,

2 "l've gotten all these e-nmails with your nane on it

3 that said to call you and find out what was going

4 on,

5 the things, even the distribution of food that was

6 going to the outlying centers. It was being

7 prepared in Lafayette and taken in a U-haul truck

8 with no refrigeration, no heat control, very

9 unsanitary conditions, and that was being taken out
10 to the outlying centers. There you have anot her

11 health problem What is going to happen fromthese

12 peopl e eating food that hasn't been properly

13 handled fromthe tine it was prepared? Sonetines

14 it was as much as three or four hours before that

15 food was consuned by the people in the centers.

16 There is still a lack of coordination

17 between the city officials and the federa

18 officials on what shoul d be done and what is next.
19 Just today | heard on the news this norning that

20 there is a difference of opinion. The mayor really

21 wants to get the city back up and running. He

22 wants at | east half of the population back in
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within a short period of tine.

There are major parts of the city that
still do not have electricity or running water,
cl ean running water, potable running water. There
is no infrastructure. The joint comn ssion of
heal t hcare organi zati ons has stated that there is
no New Ol eans hospital infrastructure right now.
It is gone. It doesn't exist. There are one or
two hospitals operating but they have m ni nal
staff. There is no 911 situation. How do you send
a popul ation back in to pick up and start over
agai n when you don't have grocery stores that are
open? You don't have pharnaci es that can give
drugs? It is just not there. So, it needs to go
much, rmuch, nuch sl ower.

There is just a |l ot of disappointnent in
what happened. Do you renmenber 9/11? Do you
renmenber when this group got together and we tal ked
about what would be the actions taken if we had
another terrorist attack? Katrina was not a
terrorist attack; it was an attack by Mot her

Nature. But sone of those same plans coul d have
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been put to use. W still have a lot of work to do
and | woul d hope that this group could be invol ved
in any emergency planning process for the future.
The heal thcare, the access to bl ood and bl ood
products, the access to physicians, access to
hospitals is absolutely inperative in a disaster of
this type.

I know you have all been inundated where
you live with the accounts of what is happening in
that area, in the affected area. Let ne tell you,
you are only seeing a mcrocosmof what is
happening. | also distributed to you an eyew tness
account of a friend of mne fromWite Charles who
went down | ater and was able to go in and help
rescue people and it shows you all the stumbling
bl ocks that even this just one person canme across,
and they were with a group as well. It is sad. It
shoul dn't happen. And | am hoping that if nothing
el se comes out of it, in the future, the next tine
North Carolina or Florida or M ssissippi or
Loui siana get hit with anything close to this

i mmenseness, there are better plans in place to
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hel p. Any questions?

DR BRECHER: Thank you, Jan. | think we
al | appreci ate what happened there and what it is
like to go through that. | ampersonally from
North Carolina so | know what the hurricanes are
like. W are going to nove on to Mss Tam e
Joeckel, | hope | said that right, ASD Heal t hcare.

ASD Heal t hcare

M5. JOECKEL: Lack of planning, |ack of
tinmely response, |lack of coordination--interesting,
that is what happened with Katrina and | guess what
I amhere to talk to you about, and be a little bit
redundant, are the issues surrounding IVIG and
access to care. | don't have a presentation to
project, | just have the speech. However, | think
all of you received a copy of a rather |ong
Power - Poi nt presentation that | prepared, but | am
not going to bore you going through all of that.

Thank you for giving us the tinme to speak
to you about the issues with IVIG reinbursement. |
am Tami e Joeckel, from ASD Heal thcare. For those

of you not famliar with ASD, we are a Dall as,
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Texas- based divi sion of AnerisourceBergen that
specializes in the distribution of blood
derivatives, especially pharmaceutical s.

Ameri sourceBergen is a publicly traded Fortune--we
are nunber 23 on the Fortune 100, one of the

| argest drug distributors in the country, enploying
over 14,000 peopl e.

ASD di stributes about a third of the
United States supply of blood derivative products.
We serve over 4,000 providers of this |life-changing
therapy. Qur custoner base enconpasses physician
of fices, home care providers. W are the
Department of Defense provider of specialty
pharmaceuti cal s; hospital inpatient and hospita
out patient providers. Qur providers serve primary
i mmunodefi ci ency patients, neurol ogy and
aut oi mune-deficient patients.

We are deeply conmitted to ensuring that
the highest level of patient care is available to
all patients at their choice as far as site of
care, and we have had a lot of conversation today

and there has been a lot of allusions to the
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distributor community. Well, we are the

di stributor community and we woul d be happy to work
with any of you to gather any |evel of data that
you need to evaluate this crisis that is happening
in our industry.

We do ask for your assistance once again
in hel ping us convey and urgent nessage to CVB
about this issue related to both patient care and
quality of life. W ask that CMS reeval uate the
i npact of both the Part B and the January, 2006
Medi care rei mbursenent changes that are related to
IMG It is not just the cost of the drug; it is
the cost of the services reinmbursenent that needs
to be reevaluated as well.

Currently, Medicare rei nbursenment rates
and the required infusion services have
dramatically changed the | andscape of our industry
and our patient access to care. Because the
rei nbursenent rates by Part B do not cover the
actual costs of the drug or services physicians and
hone care providers have been forced to shift

Medi care patients to the hospital outpatient
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setting. | receive those calls every day. For a
long tine | only received calls fromproviders. |
am now receiving calls--as a distributor, | receive
calls frompatients and, obviously, it is a
viol ation of H PPA that | even engage in those
conversations but, you know, the issue has
escalated to the level that we have the patients
thensel ves calling us, begging us to help them
continue to receive their care in a physician
of fice.

We feel that the quality of care
accessi ble by Medicare patients has significantly
eroded, and it is going to continue on this
downward spiral if we don't do something about it.
To make matters worse, the redirection of patients
into the hospital outpatient setting has caused
supply issues. Hospitals traditionally contract
wi th manufacturers for pre-established allocations
of IVIG based upon their historical demand. This
new, unplanned drain on their supplies has caused
consi derabl e issues with access to the drug.

While we feel that sone of the supply
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issues will self-correct because manufacturers are
i ncreasing their production of the drug, the

rei mbursenment rate deficit between what the therapy
costs versus what they are rei nbursed renai ns an
issue. So, we feel that that redirection of
patients into the hospital outpatient setting, in
the hospital setting, is going to continue.

Infusing IVIGis a conmpl ex undert aki ng.
Conversations that we have with our physician
provi ders speak to the unpl anned incidence of
life-threatening adverse events. You have to have
medi cal supervision throughout an infusion, and an
i nfusion can be, as earlier referenced, as short as
two to three hours but as long as eight hours,
dependi ng upon the patient, depending upon the
drug. Reinbursenent rates have to cover those
costs.

I know that the |IDF--Marsha spoke to you
about sonme of the surveys that they did. |
received sone information fromDr. O ange about an
| DF survey that they did of 1,070 patients as it

rel ated to adverse events. It found that 61
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percent of patients have infusion rate-rel ated
adverse events and 44 percent have had serious
adverse events. Unfortunately, the incidence of
these adverse events is not predictable. The |IDF
survey al so found that 34 percent of adverse events
occurred during the first infusion with a new
product, but the renmi nder occurred in patients who
previously tolerated that particular brand of 143V
I think that speaks a little bit to Julie's point
about possibly | ooking at un-bundling the

rei nbursenment and havi ng and NDC-specific

rei mbursenent rate.

But today we know that reinbursenment rates
are dictating where Medi care patients receive
therapy. Patient migration froma nurse- or
physi ci an- supervi sed hone therapy and physician
office therapy to the hospital outpatient settings
has the potential to increase adverse event risks
to patients. Prior to the inplenentation of the
Medi care Moderni zati on Act, according to | DF, about
30 percent of the PID patients relied on hospita

outpatient facilities and, you know, anywhere from
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1 60-70 percent were actually--1 think Marsha used 67
2 percent--were actually receiving their infusion in

3 a physician office. Since the inplementation of

4 MVA, we know that that nunber is reportedly

5 i ncreased due, at least in part, to the fact that

6 the cost of the drug and the services are not being

7 covered by rei nbursenent.

8 When you | ook through the priner--and

9 ki nd of have that as an IVIGprinmer to talk to you

10 about sone of the distribution and sone of the

11 manuf act uri ng costs--the economcs of IVIG there
12 are sone physician testinonials in there that talk
13 to the point of how they, in fact, have had to stop
14 treating Medicare patients. Sone of them are not
15 for-profit; some of themare for-profit physician

16 offices. But even the non-profit providers have

17 basically said they have had to use a financia

18 model to establish how many Medicare patients their

19 practice or their cost and overhead can absorb.

20 So, they kind of have an allocation of we can only

21 have X nunber of Medicare patients, and they have

22 to turn away and redirect the bal ance of those.
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We have to get the nessage that CMS has to
prevent the elinination or the restriction of
access to care, to all of these other sites of
care--honme care, physician office inclusive. It is
our belief that CM5 has the authority and
flexibility to address the existing reinbursenent
probl enms that are going to continue to escal ate,
especially if the proposed HOPPS rei nbur senent
rates are inpl enented.

W know that CMS has taken the |atitude
and has worked with other industries to help carve
out their drugs to change rei mbursenent rates, and
we hope that IVIGis going to be able to obtain
that sane |atitude

I had the unfortunate personal experience
of witnessing a patient being turned away.
Unfortunately, | was at the nultiple sclerosis
research and treatnent center in New York and,
basically, that particular practice had reached
their quota. This was not a PID patient. |t was
an off-label indication that was being treated, but

the woman was sobbi ng and had basically indicated
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that since she had been receiving the IVIGit neant
the di fference between her being wheel chair bound
versus being able to wal k, albeit with the

assi stance of a walker. But that mobility was
going to be lost if she did not receive that

treat ment.

I know that there has been a | ot of
di scussi on about of f-1abel indications. W have
been doing a little bit of a survey of our own for
sonme of the patients and would vol unteer that we
woul d be happy to assist you in hel ping obtain sone
of that data but, you know, at what point does
Medi care insurance rei nbursenent dictate whether a
treatnment is nedically necessary if it inproves, in
fact, the quality of life of a patient?

Al'l of these patients deserve treatnent,
and they deserve to choose their site of care. So,
we ask once again that this committee hel p us
convey the sense of urgency to CMs. Thank you for
your past efforts and, again, we don't want it to
be lack of planning, lack of tinmely response and

| ack of coordination that prevents us from
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1 addressing this very inportant issue. Thank you

2 Are there any questions?

3 DR. BRECHER: Questions? Conmments?
4 Mer | yn?
5 DR. SAYERS: Thanks. Can | ask you a

6 question about sone of the information you have in

7 this bookl et?

8 MS. JOECKEL: Yes.
9 DR. SAYERS: There really is sone val uable
10 news here. One of the illustrations though speaks

11 to the expense associated with testing for
12 hepatitis D. Wat did you mean by excessive

13 production waste driving up the price of IVIG?

14 MS. JOECKEL: Well, again, | amnot the

15 expert and this is information that we use to

16 illustrate the fact that we know that there has

17 been, for instance, with reconbi nant factor denmand

18 versus plasma denmand for these other products that

19 are nade froma liter of plasma. You know, the
20 manuf acturer has to recover those manufacturing

21 costs sonewher e. | know there were a | ot of

22 questions about why is the cost of IVIG continuing
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to go up, and why the ASP | ook-back period
soneti nes--you know, 90 days may not be sufficient
because the market is dynamc. It is changing and
it is changing rapidly. These are businesses after
all. They have to cover their overhead.

| happen to be a CPA who runs a sales
organi zation, but | understand PNLs and
understand the fact that you have direct and
i ndirect costs of manufacturing. You have to be
abl e to cover those costs. |If your byproducts or
the finished goods that you are nmanufacturing--and
inthis case a liter of plasma and there are
mul tiple finished goods that are derived fromthat
and if all of a sudden the demand for one of those
fini shed goods start dim nishing you have to recoup
those costs somewhere

DR BRECHER: |f there are no other
questions or comrents, thank you. Are there any
other coments fromthe public?

I mmune Deficiency Foundation
M5. VOGEL: Hi, | am Mchelle Vogel, from

the I mmune Deficiency Foundation. First, | want to
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1 echo Marsha Boyl e by commending this comittee for
2 its continued support to inprove access to IVIG |
3 woul d like to underscore IDF's data on the switch

4 and location for treatnent for patients. Prior to
5 January 1, 51 percent of these patients were being
6 treated in physicians' offices and 17 percent were
7 in the hospitals. Now only 9 percent are in the

8 physi cians' offices and 49 percent are in the

9 hospitals. These nunmbers are increasing every day
10 because the physicians and the hone care conpanies
11 that had been hol ding onto the patients, hoping to
12 see the rei nbursenent rates increase are not seeing
13 those nunbers and are trying to transfer them at

14 this point. But hospitals at this point are

15 over - burdened, and either they do not have enough
16 IVIG they don't have enough staff to admnister

17 it, or the facilities or personnel aren't qualified
18 to adm nister IVIG which is leading to waiting

19 peri ods and denial of coverage or care. This
20 i ncl udes the unl abel ed patients and the prinmary
21 i mmune deficient patients. W get calls every day

22 that a patient is being put on waiting lists of up
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to six nonths. They can't wait for six nonths to
get product.

This is under the current reinmbursenent
rate. Wen the rates drop in the hospitals--I
mean, the hospitals are being reinbursed at $80. 68
and can't take care of these patients. Wen they
drop to match the physician's office | don't know
what is going to happen to these patients.

I know your recomrendation for a public
heal th energency was controversial, but | applaud
you for trying to do the right thing for patients
and make sure that they receive the life-saving
therapy and the right site of care. | think many
menbers of Congress have joined in your efforts,
not only with that one letter that had over 30
signatures but phone calls and individual letters
goi ng in.

I can't tell you how many letters we are
seeing fromindividual patients going to CMB with
phone calls and getting feedback saying call 1-800
Medi care. Marsha said this but | have to reinforce

this. They are saying, well, if your doctor won't
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treat you, find another doctor that will. There
aren't any. Saying to the nenbers of Congress we
wi Il have the patient go to the hospital, they
can't. There is not enough product in the
hospitals to treat these patients or there are not
enough people to adm nister it.

So, this is just going to escalate on
January 1. | think it is inportant for this
committee today to continue to show its concern
over the grow ng problem and the catastrophic
out cone pending if the hospital reinbursenent drops
to the same rates as the non-hospital provider
settings. | know you guys have taken a | ot of heat
for your recomendations. But | really, really
think it is inportant for you to continue, and I am
not saying com ng out with another public health
energency but naking a statenment show ng your
growi ng concern that access is continuing to be an
i ssue and that we are going to have a serious
probl em cone January 1 if the HOPPS rates go
forward that Julie Birkhofer showed you on that

sl i de.
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We have proposed sone solutions and the
whol e group has come together with those sol utions.
If CM5 doesn't accept those solutions we are in
trouble. These patients are in trouble.

Therefore, | amrequesting that this commttee
sends a letter to Secretary Leavitt regardi ng your
continued concern, as well as the need to keep the
hospital reinbursement for IVIG as stable as
possi bl e by not dropping to the |level of Mdicare
Part B or ASP plus 8 percent. Thank you.

DR. BRECHER. Comments? Questions? Yes?

Advanced Medi cal Technol ogy Associ ation

MS. LEE: H, good norning. M nane is
Theresa Lee, | amw th the Advanced Medica
Technol ogy Associ ation, representing our bl ood
products and technol ogy sector. M nenber
conpani es manufacture a wide variety of blood
products that screen and process bl ood.

This norning's discussion on IVIG
rei mbursenent has highlighted, at |east for ne, the
significant inpact that Medicare reinbursenment has

on patient access and the availability of blood and
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bl ood products overall. In that vein, ny nmenbers
continue to have significant concerns about overal
Medi care rei mbursenent for bl ood and bl ood
products, and we have been working in coalition
with the American Association of Blood Banks, the
American Red Cross and Anerica's Blood Centers in
pursui ng appropriate reinbursenent for blood and
bl ood products.

Dr. Hol mberg nentioned several recently
publ i shed Medi care paynent regul ations either in
proposed or final format this juncture. | would
like to bring just three devel opnents to your
attention in those regul ations.

First, | would note that in the inpatient
final regulation the Medicare programrolled bl ood
and bl ood products, which had previously been a
separate category, into sort of a catch-al
category of miscellaneous items. Previously, you
may recall, blood and bl ood products had been
attached as an index to bl ood derivatives, and
think sone of the fluctuations in the plasm

derivatives market caused bl ood rei nbursenent to

file:////ITiffanie/c/Stuff/0919BLOO.TXT (106 of 319) [9/22/2005 12:17:00 PM]

106



filex////ITiffanie/c/Stuff/0919BLOO.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

decline in that context. Now they have attached it
to a separate producer price index that is
compl etely unassociated with bl ood and the concern
is that fluctuations in that index could lead to
further cuts. | wanted to just bring it to your
attention.

It also highlights the fact that we need
to stay on top of the issues related to bl ood
rei mbursenment, particularly in the inpatient
setting where, as | understand it, over 80-90
percent of all blood and bl ood products are used.

Second, | would note that in the
out pati ent proposed rul e the Medicare program has
proposed to cut |eukoreduced red bl ood cells by
approxi mately 10 percent. | would note that the
APC advi sory panel, which is an advi sory panel that
specifically advises CM5 on outpatient
rei mbursenment, has proposed that CMS freeze bl ood
and bl ood product paynment at 2005 levels. As |
understand it, the American Red Cross and AABB and
America's Blood Centers are al so behind that

recomendation, and | hope that this conmittee

file:////ITiffanie/c/Stuff/0919BLOO.TXT (107 of 319) [9/22/2005 12:17:00 PM]

107



filex////ITiffanie/c/Stuff/0919BLOO.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

woul d support that recommendati on to have paynent
| evel s frozen.

Finally, I would like to thank CM5 and
this commttee for issuing transmttal 496 which
has attenpted to provide additional consolidation
clarification in blood reinbursenment gui dance to
hospitals and billers and coders nationw de. |
woul d note that we are working in coalition with
ABC, AABB and the Red Cross to provide some
addi tional recommendations to refine that guidance
and further clarify the regulations. Thank you
very much for your tine.

Comm ttee Di scussion

DR BRECHER: Thank you. Any additiona
public coments? |If not, the committee will go
into a discussion period regarding the norning
presentations. Before we begin, | want to stress
that | think it is clear that HHS has heard the
message about IVIG They are continuing to nonitor
the situation. | don't want to speak for CMS, but
I think that they are al so hearing the nessage.

So, coments? Questions? Proposals?
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| guess one question is does the committee
need to send another nessage to the Assistant
Secretary and the Secretary, or has the nessage

al ready been delivered? Jay?

DR EPSTEIN: | can't answer your second
question. | think the conmittee mght have to
discuss that a bit. | guess ny take on what is

going on is that the problemhasn't been sol ved.
thi nk what we have heard is that patients are
continuing to suffer the kinds of disruptions in
care that were described to us nonths ago and,
al t hough there has been novenment at CMS to update
the rei nbursenent schedul e, there are underlying
problenms that remain to be sol ved

I guess one question in nmy mind is how one
m ght react to the consensus proposal that was
brought forward by the PPTA. | personally do not
feel sufficiently expert--in fact, | amtotally
i gnorant--to understand how t hese might help the
situation, but it does strike ne that if a
t hought ful group got together and | ooked froma

col l ective standpoi nt anong stakehol ders on how to
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make things better, that these suggestions warrant
some consi derati on.

DR. BRECHER: Karen?

MS. LIPTON:. | agree with Jay. | don't
feel conpetent nyself to evaluate the proposals.
think we do need to send a nmessage that the issue,
even though they are taking steps, isn't resol ved
and perhaps we could specifically request that they
sit down and | ook at some of the proposals that
have been put forward. | think there is sonething
going on that is a lot bigger. And, | do think it
was very interesting, |ooking at the ASD, and | was
trying to run through it very quickly while she was
speaking, but it does appear to ne that we are al so
seeing a shift in manufacturing and I don't totally
under stand how swi tching the reconbinant is
affecting all of this, but | suspect that we are
stuck in a place perhaps where the nodel and the
return for these conpanies is shifting dramatically
and we don't understand how that is affecting both
the reinbursenent policies and the effect on

patient accessibility to these products. But |
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